Objective: To determine the accuracy of MR imaging with Gd-EOB-DTPA for the detection of liver metastases.
Introduction
The liver is one of the most common sites for metastatic disease, accounting for 25% of all metastases to solid organs, and secondary liver neoplasms are far more common than primary hepatic neoplasms [1] . The accurate detection of liver metastases is crucial for determining treatment planning and for improved therapeutic outcomes. Both interventional therapies and complete resection of hepatic metastases have been shown to increase survival in patients with colorectal cancer and other selected malignancies [2, 3] . Therefore, exact number and location of hepatic metastases is essential for the success of these therapies.
Gadolinium ethoxybenzyl diethylenetriamine pentaacetic acid (gadoxetic acid disodium or Gd-EOB-DTPA, Primovist, Schering, Berlin, Germany) can be used effectively in dynamic and liverspecific magnetic resonance (MR) imaging, and it has several advantageous properties for evaluating liver lesions. About 20 minutes after injection, normal areas of the liver exhibit T1 shortening because of specific hepatocyte uptake of approximately 50% of the injected dose, whereas hepatic metastases, do not exhibit T1 shortening [4] [5] [6] . Combined with the three-dimensional gradient-echo sequence technique, which provides excellent spatial resolution, gadoxetate disodium-enhanced MR imaging may be useful in detecting small liver lesions [7] .
Although a large number of studies have reported the superior value of dynamic contrast enhanced MR imaging with the use of Gd-EOB-DTPA for assessment of liver metastases, the findings have been largely incongruent and the sample size in these studies was relatively small. Otherwise, evidence of evidence-based medicine with the use of Gd-EOB-DTPA is almost zero. We designed a meta-analysis to evaluate the published experimental data regarding MR imaging with the use of Gd-EOB-DTPA for the detection of liver metastases to determine diagnostic value of this imaging method and provide evidence of evidence-based medicine for clinical diagnosis.
Materials and Methods

Literature Search
The PUBMED, EMBASE, the Web of Science, and the Cochrane Library were searched independently by two observers using the terms ''Gadolinium-EOB-DTPA OR gadoxetic acid disodium OR Gd-EOB-DTPA OR eovist OR primovist'' for the diagnostic test and ''Liver metastases OR hepatic metastases OR liver lesions'' for the clinical domain. The search strategy was based on the Bayes Library of Diagnostic Study and Reviews. We limited our search to publications in the English language with the presence of the search term in the title or abstract of the article and a publication date no later than February 2012. Review articles, letters, comments, case reports, and unpublished articles were excluded. Extensive crosschecking of the reference lists of all retrieved articles was performed.
Selection of Articles
The articles selected for inclusion met the following criteria: the articles were reported in the English language; MR imaging with Gd-EOB-DTPA was performed to identify and characterise liver metastases; histopathologic analysis (surgery, biopsy), intraoperative observation (manual palpatation, intraoperative ultrasonography), and/or follow-up US or CT was the reference standard; and the data were sufficient for the calculation of true-positive, falsepositive(), true-negative or false-negative values. Studies were excluded if (a) there were fewer than 20 patients; (b) multiple reports were published for the same study population (in this case, the publication with the most details and/or most recently published was chosen); and (c) the study included patients who had previously undergone treatment for liver metastases.
Quality Assessment and Data Extraction
The methodological quality of the included studies was assessed independently by two observers using quality assessment of diagnostic studies (QUADAS) instrument, a quality assessment tool specifically developed for systematic reviews of diagnostic accuracy studies [8, 9] . Meanwhile, the relevant data were also extracted from each study, including author, study nation, publication year, description of study population, study design characteristics, magnetic field strength, type of coil used, pulse sequences, and descriptions of interpretations of the diagnostic tests. To resolve disagreement between the reviewers, a third reviewer assessed all of the involved items. The majority opinion was used for the analysis.
For each study, values for true-positive (TP), false-positive, truenegative (TN), false-negative, sensitivity (SEN), specificity (SPE), positive likelihood ratio (PLR) and negative likelihood ratio (NLR) results for the detection of lesions were extracted, and 262 contingency tables were constructed.
Meta-Analysis
Exploring heterogeneity is a critical issue to understand the possible factors influencing accuracy estimates and to evaluate the appropriateness of statistical pooling of accuracy estimates from various studies. The Q statistic of the Chi-square value test and the inconsistency index (I-squared, I
2 ) were used to estimate the heterogeneity of the individual studies using the State software. P,0.1 or I 2 .50% suggested notable heterogeneity [10] . If notable heterogeneities were detected, the test performance was summarised by using a random-effects coefficient binary regression model; otherwise, a fixed-effects coefficient binary regression model was used [11] .
In test accuracy studies, one of the primary causes of heterogeneity is the threshold effect, and arises when different cut-offs or thresholds are used in different studies to define a positive (or negative) test result. The Spearman correlation coefficient between the logit of sensitivity and the logit of (1-specificity) was computed to assess the threshold effect using MetaDisc version 1.4. A strong positive correlation would suggest a threshold effect, P,0.05 [12, 13] . We constructed hierarchical summary receiver operating characteristic (HSROC) curves to assess SEN and SPE [14] . The areas under the ROC curves (AUC) were used to analyse the diagnostic precision of MR imaging with Gd-EOB-DTPA for the detection of liver metastases on a per-lesion basis.
Apart from variations due to the threshold effect, there are several other factors that can result in variations in accuracy estimates amongst different test accuracy studies in a review. In this study, meta-regression was used to explore such heterogeneity by relating the accuracy measurement to study level co-variates (such as, reference standard, study nation, publish year, study design, MRI field strength, or the location of primary tumor). Subgroup analyses were performed on a per-lesion basis. The following subgroups were created: (a) comparisons for the lesions smaller than 10 mm or those 10 mm or larger; (b) comparisons between studies with a prospective or retrospective design; (c) comparisons for the magnetic field strengths of 1.5T or 3.0T; (d) comparisons for lesions of liver metastases or colorectal liver metastases; (e) comparisons for liver metastases confirmed by histopathological examination only or by histopathological examination and else (intraoperative observation or follow-up).
The presence of publication bias was visually assessed by producing a Deeks funnel plot and an asymmetry test with the Stata software. Publication bias was considered to be present if there was a nonzero slope coefficient (P,0.05) [15] .
Results
The search initially yielded 229 potential literature citations through database searching and 1 additional record was identified through grey literature searching (Fig. 1) . At the time of the review of the titles and abstracts, 201 of these studies were excluded because they were not relevant studies which used MR imaging with Gd-EOB-DTPA to detect liver metastases or they were not clinical trials. After reading the full texts, 13 of the remaining 28 articles were excluded because they lacked sufficient information to complete a 262 contingency table, the article was not found or the study was not published in English. After this final screening, 15 published studies-11 per-lesion [16] [17] [18] [19] [20] [21] [22] [23] [24] [25] [26] , 2 per-patient [27, 28] and 2 per-lesion and per-patient [29, 30] -met our inclusion and exclusion criteria. As the sample size of the data reported on a perpatient basis were too small, the data analysis for these studies was performed only on a per-lesion basis (n = 13). The abstracted data of these individual studies are summarised in (Table 1 ). The quality assessment was moderate in 13 studies according to QUADAS items, and the results of the distribution of the study design are shown in Fig. 2 .
As significant heterogeneity was found in the pooled analysis (I 2 = 50.3%, P = 0.067), SEN, SPE, PLR, NLR were pooled by using a random-effects coefficient binary regression model. The A Spearman rank correlation was performed as a further test for the threshold effect and was determined to be 0.149 (P = 0.628), which indicated that there was an absence of a notable threshold effect in the accuracy estimates among individual studies.
The results of meta-regression indicated that reference standard, study nation, publish year, study design, MRI field strength, or Detection of Liver Metastases Using Gd-EOB-DTPA PLOS ONE | www.plosone.orglocation of primary tumor were not strongly associated with accuracy. The sensitivity estimates for the different subgroups are presented in Table 2 . The sensitivity of MR imaging with Gd-EOB-DTPA for lesions smaller than 10 mm was significantly lower than that for lesions measuring at least 10 mm (P = .001). For subgroups of reference standard, MRI field strength, study design and primary cancer sites, the results showed that they all had comparably high sensitivity estimates (P = 0.851, P = 0.879, P = 0.081, P = 0.289, respectively). The pooled weighted SEN of lesions smaller than 10 mm was 0.79 (95% CI: 0.72, 0.85), I 2 = 0.0%, P = 0.437, and for lesions 10 mm or larger, the pooled weighted SEN was 0.97 (95% CI: 0.95, 0.99), I 2 = 14.3%, P = 0.323. The results of Deeks funnel plot asymmetry test (P = 0.084) showed evidence of notable publication bias (Fig. 5) , which suggested that only small studies reporting high accuracy had been published, and small studies reporting lower accuracy had likely not been published. 
Discussion
To the best of our knowledge, this study is the first meta-analysis of the diagnostic performance of MR imaging with Gd-EOB-DTPA to assess liver metastases, although several previous metaanalyses and/or systematic reviews [31] [32] [33] [34] have been performed to assess the imaging modality performance in the diagnosis of colorectal cancer liver metastases, which did not include data related to liver-specific gadolinium-containing contrast material, such as Gd-EOB-DTPA. According to Niekel et al. [34] , MR imaging is the preferred first-line modality for evaluating colorectal liver metastases in patients who have not previously undergone therapy, and the pooled weighted sensitivity estimate on a perlesion basis was 0.80 (95% CI: 0.75, 0.85). The pooled weighted sensitivity of our subgroups-analysis of MR imaging with Gd-EOB-DTPA for the detection of colorectal liver metastases was 0.94 (95% CI: 0.92, 0.96), which indicates excellent test performance. However, MR imaging with Gd-EOB-DTPA should be implemented cautiously because it is a relatively new technique-early publications concerning new techniques tend to be over-positive [35] -and the studies that have been published so far are more tend to have a retrospective design than a prospective design. So, this new technique should be implemented cautiously.
However, the homogeneity test of the sensitivity and specificity detected notable heterogeneity, which is consistent with previous meta-analyses and/or systematic reviews [31, 33, 34, 36] . Therefore, it is necessary to investigate the source of the heterogeneity.
We observed that the Spearman correlation coefficient was 0.149 (P = 0.628), which indicated that no significant threshold effect exists. To determine whether there are other sources of heterogeneity in addition to the threshold effect, a subgroup analysis is performed to detect factors that impact heterogeneity, such as study design, magnetic field strength, lesion size and patient spectrum (liver metastases or colorectal liver metastases). The results showed that the sensitivity for the detection of lesions measuring at least 10 mm was significantly higher than that of lesions smaller than 10 mm (P = 0.001), and other impact factors had comparably high sensitivity estimates (P = 0.879, P = 0.081, P = 0.289, respectively). Comparing with the pooled weighted SEN of the subgroups for lesion size, the ability of the imaging technique to detect the metastases of lesions larger than 10 mm differed from that for lesions smaller than 10 mm. Therefore, the content of lesions smaller than 10 mm did affect the diagnostic accuracy of study and may have contributed to the heterogeneity.
The study design may exhibit variation between studies in the selection of patients and in the test protocol, and this may be a source of bias and variability in meta-analysis [37] . Again, the effect of these differences will be estimated in the SROC, which may affect either sensitivity or specificity [38] . We constructed HSROC curves using a bivariate model, enabling an analysis of the effects on sensitivity and sensitivity separately [13] , to assess the diagnostic performance. In this HSROC curve, the SEN, SPE and AUC were 0.93 (95% CI: 0.91, 0.95), 0.95 (95% CI: 0.92, 0.97), and 0.98 (95% CI: 0.96 0.99), respectively; these findings indicate an excellent diagnostic performance.
Our study design has some inherent limitations that should be considered when interpreting our results. First, we did not choose a per-patient basis analysis because the sample size of the data on a per-patient basis was too small. It is important to differentiate patients with liver metastases from those without liver metastases, although analysis on a per-patient basis most likely leads to overestimation of the sensitivity values. However, it is more important to perform data analyses on a per-lesion basis than that on a per-patient because the exact number, size and location of hepatic metastases are crucial requirements for therapy and information about the performance of a test can be obtained from the lesion data.
Second, there is notable publication bias in this study. Our meta-analysis was based only on published studies, which tend to report positive or significant results; the studies with nonsignificant or negative results are often rejected or are not even submitted. However, it is suggested that the quality of the data reported in articles accepted for publication in peer-reviewed journals is superior to the quality of unpublished data [39] . In addition, this review was restricted to articles published in English because other languages, such as Czech [40] , would not be accessible, and this was also likely to introduce bias.
Third, the number of studies included in our meta-analyses is relatively small. However, a discussion of a systematic review [41] that studied the characteristics of meta-analyses and their included studies in the Cochrane Database showed that the number of studies eligible for meta-analysis is typically very small in all medical areas and for all outcomes and interventions covered by the Cochrane reviews. On the other hand, compared with the numbers of included studies, the methodological quality of the included studies has a more important influence on the estimated effects [42] . The quality assessment of our component studies according to QUADAS items was moderate.
Conclusion
In conclusion, our meta-analysis demonstrated that MR imaging with Gd-EOB-DTPA is a reliable, non-invasive, and non-radiative imaging modality with high sensitivity and specificity for detection of liver metastases which previously undergone treatment. Nonetheless, as a relatively new technique, considering the notable heterogeneity and the existing inherent limitations, it should be applied cautiously, and large scale, well-designed trials are necessary to assess its clinical value. 
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